This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 



Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 



BLACK BORDERS 

TEXT CUT OFF AT TOP, BOTTOM OR SIDES 
FADED TEXT 
ILLEGIBLE TEXT 
SKEWED/SLANTED IMAGES 
COLORED PHOTOS 

BLACK OR VERY BLACK AND WHITE DARK PHOTOS 
GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



J 1 



09)13*0*** ( J P) <*# & Bfi 4$ £^ & #R <A) 



#RPF9-208584 

(43)i»B ¥tt9*(1867)S/!12B 



<si)iiita* 

C07D 471/04 
A61K 31/445 



C0 7D 215/46 



107 
ABF 
ADA 
ABM 



FI 

C0 7D 471/04 
A6 1K 31/445 



C0 7D 216/46 



1 07E 
ABF 
ADA 
ABM 

Mtaeftio ol (±18 jo 





mm-i3ii3 




000168643 












¥*8*(198®1JJ29B 




2 TB44#1* 






az>xm* 


»t *- 








iwn*je§u***w#y oisoo** 
















s# 








wm\\nsm±m##*ms u\samm 
















mm c 



























[ami «tx^ $>i»^vi«tt«fflTOmm^ 



(2) 



<WH l 9-208584 




—^j 1 - (cH,)"- ocm_ (CM «> »~ 



£1* Xtt**K?i*U>>Dy>****^; m 



X'- (a^m-am- laijn— 




(0) 



fflgtfc. ntt2*>*> 1 2 

HjC=CHCONH- (CH,)n— N-^ 



(H* ) 



Stir*. nll2Kl 205Wt*>**"- 
Hfc4] 




(m) 



ntt2*>fel 2<r«««-^i". 
HjN- (CH,)n — N ^ 




(W) 



ci 



*1V*. n«2*»^l 20Mtt*^". 
1*6] 




(I) 




(V) 



20 



30 



}ttfc:|rl/CfcJ:V*7xV*i'TM^v'-OHi* *** 
nU2*»fel 2<9ffl*£*^*- 



(VI) 



40 



***LTfcJ:^?x-rt'T/vA *» R1 *" 

■MS** LT t> J: "7 x / * ^Trt,* ^ 4 ** 
S. K««l~8T^i:WLTtiVvMor^ 

50 R, R'*«-9C*oT/Noyx. -ho*>£V*Mf" 



(3) 



1WHF9-208584 



R R' N- (Oij)D — MH 



&m*1iLTi>±^7x-/l>TA>#S<<A** #*ftl 
-1 2T^-fef>9Lh/NDy^ ^Kp$£t*a* b* 

*»1 -8T4H*mr*rLTk X\*Tfr**U* frit- 
to** tfS*ftl-8T^W^trfelWNOT^a 

R. R'^OC^oTAoyy. ^ho*>*v^±*h 

[jwotaawwn 

[0001] 



1 2?<i'HfvaLL/\oy>\ xhofc*^i±*h*>< 

«wti-8T^w^trtJtvv\or^3^ 
ft&v^«a»i-i2r^-e>-«i 

R R*N-(CH I )ii — NH Q 



[0002] 

TUA^V • **) K£K£. PUVA 
10 *t>OT1i*<. Wcx-fo* KJWWItt. WUWAfc 

^v&4in«^& Mr^ni - «■*«» - att - 

ft 

^>fv«B:^^i <4>JIMB.BJBUE. 
27 [supple 16] 597-602, 1 995, 

27 [awle 16] 603-609. 
1995) . ThK-G&*&t*£HWTU. Th 1 

^Ti>^Th2«W2Oj«iC^0. Th2«*& 

[0003] -HR(C. «ff$n^t hOlfc*«»** 
t&ttfkt 4 -8l*Btt£**fc$r 0 24-4 

ate phase reaction of the type I al ienyTfc D „ T 
h 2 -N/Wt— IBB ' #mt#M< W*>oX £ 
*i*J:5Mrofc<mK7ctf, 2 7 (5) . 

564-574. 1 9 95) . Ctf>J:3fc:. Th^-Hx 

so [0004]*^. *!Wkofl:^nifcai«tnrfl:d1te^ 



<4) 



WWT9-208584 



*IW>kLTV><o**lfeil.TV^ (RJHtt ftWl 4 5 
340#. *»t*»4 689338*. JRBWWB4 
698348*. *S»»WM9 29 6 24*. 
WB3856309. *S**»5 34 690 5* 

|«m j P3-2 64 5 6 2#CBI*?iiT^**«. «S 
[0005] " 



10 



(0006) 

( 1 ) T3ESWC*3*i*T 5 K»*«c. fcitf-toME 

[0007] 
1*101 




H— (CH J )»-<Xf«-<CMj)n — N ^ 



(I) 



[0008] *I4». XfcJsMW^inrii^oy^M^ 
£«*>U mttl*»&9**ft*. n«2K12« 

100 09] (2) JJEU ) 4ca*OT5F»#{** 
[00 10] (3)TS*nT*3ft*5tf*>TSK» 
[001 1) 

X'- (ay b-cww- (a^n— n-^ 



(n) 




[00 1 2] £11+. X'ttMOy^K^fcafcU m 
«iia>fc90fflfcfc* n«i2*fcl 2*>fflfc£arf'. 
[00 13] (4 ) TE*ir , C5?S*t*3C!*>T5 K» 

[00 14] 

[fcl2] 

HjC=CHCCNH- (CH^o— K-^ 



(n' ) 



[0017] 

lyi-icapn— 




(m) 



[OOlSjsSlM*. nli2^>l 2<0fflt£j*-*\ 
[0019] ( 6 ) T£3$irC^£tt*5£l<OT£ K» 

[0020] 
[<tl4] 



(IV) 



[0021 1 *!V4». ntt2*>£ 1 2*>fflBt£5^\ 
[0022] <7) TE£VT*Sft*£l<0T5K»* 

[0023] 
[fcl5] 

(V) 



[00 1 5 J *M'«f». nli2*»fcl 2<0fflBt«r**\ 
[00 16] ( 5 ) TJ£rtIIITipS#l.**l<'>T£ K» 




I 



[0024 )***». R*<***>fc*. R'U. ***1 



(5) 



WMT9-2 08 5 4 



8 



*i — i 2T^-e^aLb/NDy>-. -ho*>*nu* 

2r^*:xaLb'\oy>\ :^n*>*v> 
tt* h ^s^wus* # lt t v>7 x y * y >f 

tt^l-8T*H***1TLTLJ:vu\ 
nU2^12<rm^t. 

[00 2 5] (8) TiescviT^$^u:i<or$H» 

[0026] 
[fcl 6] 



10 



(VI) 



[00 27]3*V|cK R#***>fc&, R-a. *Xft 

l~8T^M«:WLTtJ:iVNDr^y>fA^I. # 
— 1 2T^v^aLh/\Dyv v -ho<>^v^i 
^ h * s^Wtt**fLT t> J: x -/^T;i^ y 4 

h Hi* h*>JH*«£WLT tiv>7z y **Tfrtj 
8T^HWB^WLTt>J:^T/Pa 
**-*A*fci** % #**l~8r*HU9£WLTLJ: 

2T^^a±/Noy^ -ho*>*Hi*h*^ai 

mm tr W LT t «* t x ^WTA^n^ is#frXzji,m& 
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« 1 ~8Ta*itt:W LT <» Jt v v\or/W^ J A Mk^ 

li* H^r^aWtt^lTLTL J:v^x^r;^y>f/P 
#*ttl-l 2T^>-tf^aLb/Noyv. xho*> 
^ v^li* h ^ >««yi€r*rLT <> i: x y ^ i^T^ 
y*/l*L B&&Ll-*~ST4mm*1iLXt>X\*TJU* 
30 ^S^jfe&M*. lWRftl-8T^»^WLTCJ: 
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[0049J Xi^ttAV*<*mttMU±* m 
[0050] 

immmi act. *»^t-«i«t:Jtor$4tcwit: 

-r-^U, I h/W±B*4H£I R-8 1 0 % ■ 

H-NMRW M** Varian Ihity 400 MS Appart 
tus fcJtD»eLfc. 
10051] (»M1) 

4- T3- «y^^^7$y)ype 

2.4-^OD-3--hD#/yy0.19g (o. 
7 6 8—1) JUFN- (^yyAor^^^dtx/P) - 
l,3-7D/ty^$y0.16g (0.768bo!) 
^KUX^T$^5«J4». 7 0X:fc3WRLTl^WI 

tW^WMIL. IHf (MgSO«)(|. MEf: 

7 n-*<*+>'-9mx+Jll' (2 : IV/ 

v) *asWHCfc9, 4- [3- (^^iM-^^iP 
3K~/PT$y ) 7De^7Sy] ~2-^dd-3-Z 
hcr#y?;v0.27R (0.65 t 

h. 

[0052] l H-NMR (CDC Is) & ivtm) : 1. 
79 {2H.m) p 3.35 UH.m) , 5.02 (1 
H t br) . 5.18 <2H,s) . 7.15 <lH,b 
r) . 7.3 7 (5H,m) .7.57 <lH.t,J»8. 
0Hz) . 7.73 UH.t.J = 7.8fe> , 7.90 

( 1 H, d, J-8.4Hz) , 8.21 <lH.d.J-8. 
0Hz) 

(0053] (5Wt«2) 

3"T$y-4 - T3- ( ^ V /to^ is* A,T 

4- [3- (^y>^^^vZ^7Sy) TOtT 
^7S/J -2-^DD-3--hD^r/'jy0.27 
g(0.651aol) £^rf*y-/W0»JCaH*U A 
afflll«lAL«»0.22g (0.390—1) **D£X 

Wtx^TlttlJL. *a*r*t*. « 
A^^-/K300: lvA)mWKcJt9. 3 

-rsy-4- [3- (^yy^^^^sff^r^ 

y) rn»7$/] -2-^DDV , ;^0.1 2# 



1 3 

<0.312-ol> UT Z<Ot><r> 

[0 0 54) »H-NMR (CDC l») * : 1- 

76 (2H.m) . 3.30 (2H.m) . 3.42 (2 
H.q,J=6.3Hz) . 4.21 (2H.bs) . 4.44 
(lH.br) . 4.92 (lH.br) . 5.16 (2 
H.b) . 7.30-7.39 (5H.m) . 7.46 (2 
H.m) . 7.89 (2H,m) 
[00551 (XttM3) 

S y > ro^rs/] -2-*oo+/!iyo. 1 2 

* (0.312— >1) fchUX*******'*-^. 
5 2«I (3. 1 2— >1 ) 1 0 OXttSMfct/C 3. 

swnawu^. rae««:iftffFWBUT. 1- C3- 

(^y^y^^^Ti/) meiH -4- 

?oo-lH-4 5^/ [4.5-c] 

8 (0.3 04-Di) t&m&mti-r**:. Z<Oi> 

[00 561 iH-NMR (CDC It) * («■) : 2. 
24 (2H.m) . 3.36 ( 2H, q, J =6. 41b) . 
4.6 7 (2H.t.J = 7.0fe) . 4.95 OH.b 
r) . 5.14 (2H,s) . 7.3 1-7.39 <5H. 
m) . 7.6 2 (lH,t.J = 7.8Hz) . 7.7 1 (1 
H.t.J-7.8Hz) . 8.0 9 (lH.s) . 8.13 

(lH.d.J=8.4Rz) . 8.21 (lH.d.J = 8. 
4Rz) 

[0057] (mmA) 

l - (3-T5? y^ro^> -4-7oo-IH->( 5 
r4.5- ^1*^'J>'B«» ? >^l£ 

l- [3- (^^n^-^^n^^ra/) roe 
/W] -4-^no- 1 H-4 [4.5-c] *y 
•J^O.128 (0.304— >l) CJMfc*S-Wft t3 
3%] 3«l*in;t. SfflT1.5^!ffl»f Lfc» 

**et*» u . bwc i n -*wi:* h *)<>j**mm 

2MJ*«rt*to;t?oo*/PAT5BI*asLn:. 181* 
(Na.SO«) »***«ffT«*U afc*^**' 

fy-^-3 2%l« ( 1 2 : 6 : 1 v/v) SMSWHC 

— f srr [4.5-c] ^yy>'iMtt6o« (o. 

187—>1) *»*feffli*fc l/C*fc. r*H>W>*r# 

[00 58] 1 H — NMR (CDjOD) 8 (pfm) : 1. 
94 (3H,s) . 2.3 9 <2H,m) . 3.1 2 (2 
H.t.J=7.8Hz) . 4.82 < 2H. t . J = 7. 2H 
2) . 7.70 (2H.m) . 7.97 (lH.d.J«8. 
OBx) .8.27 ( lH.d. J=8.0ttz) . 8.4 1 
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[0059] (mums) 

} - f ? ^7?yTrpe/W) -1 H-4$rr T4.5 

i- (3-T5yroe^) -4-?oo- i h-4 $ 

^/[4,5-c]Vy>"l«tt60« (0. 187 
mo\) ^^y-yHOiiat^ 
hhtf^t^-ts-i**;^ isot:cjw*i/c 

10 JC^Ll N-*»fc^HU^*»«0. 5mlf:*U 

o-rsyrnt/w) -ih— f s*v[4,5- 

c]^yil>'-4-T5>'l 1h (0.04 5 5— ol ) 
£ratetttfttA<<»P : 24 3-24 5TT <#*) ) 

[0060] IR(KBr)cr»:3320. 317 
0. 1650 

i H — NMR (DMSO-di) 9 (*») : 1.93 <2 
20 H.m) . 2.57 ( 2H. t . J ~6. 6fe) . 4.64 

(2H.t,J~7.0Hz) . 6.55 (2H.s). 7,2 
6 <lH.t.J = 7.2Hz) . 7.44 (lH.t.J- 
7.41b) .7.62 (lH.d.J=8.0te) . 8.12 

<lH.d.J=8.0Hz) , 8.1 9 (lH.s) 

[0061) (mime) 

2.4-^nD-3--hD^>' , ^0.59g (2. 
4 1— >l) ftt/N- (tert- ■?>**'£*'#—*') - 
30 i t 3-7O/^i/T$y0.42g (2.41— >D * 
hyxf-zPTSS'l 0»l*. 7 0X:i3W*LT 1 . 5* 

^KL. 4 - C3- (teri-rh^^^^AfTS 
y) XotT/VTSy] -2-^nD-3--hDVJ 
V0.6 1 S ( 1.6 0— >l) ^ftfil&a (mp : 159 
— 1 6 nc) i: LTfltt:. zcryhexn^&ftr-fii 

40 [00621 IR(KBr)cr':3310. 168 
0. 1580 

i H — NMR (CDC la) * (PP«) : 1.5 0 (9H. 
s) . 1.77 (2H.m) . 3.27 (2H.q,J=6. 
lib) . 3.36 (2H.q.J«6.0lb) . 4.82 

(IH.br) . 7.37 (IH.br) . 7.55 (1 
H.t.J«7.8lb) . 7.72 (1H.1.J-7.7H 
2> . 7.8 9 (lH.d,J=8.2H2) . 8.27 ( 1 
H.d.J = 8.4lb) 

[0063] (HHM7) 



1 5 

4- [3- (teri-rh#^^-^Ti/) rot 

/i-TSyj -2-^DD-3--hn^y»j>'0.27 
g (0.70»ol) *x*y-A-7«i<c»JKU ffl^tr 
r [II] • 2**l*0.55g < 2. 4 5-oD fcjtai. 1 

«ft(Na>SO«)tt. «ffTMJ»^U. 
t^-i»x^ ( 1 : lv/v) 0.3- 

r$y-4- f 3 - (tert-rh^^^^rs 

V) Totr/PTSy] - 2-^dd#/»J>'0. 1 5g 
(0.4 28«ol) frgSftfettJIt LT»^. ,1 <0t><0 

[0064] 1 H — NMR (CDC 1j) (ptm) : 1. 
4 9 (9H.s) . 1.7 3 (2H.m) . 3.29 (2 
H.t.J=6.2fe) . 3.35 (2H.q. J = 6.0H 
z) . 4.28 (2H.bs) . 4.60 ( lH.br) . 
4.7 5 (lH.br) , 7.44 (2H.m) .7.87 

OH.d. J=7.6Hz) . 7.94 (lH,d.J = 7. 
6ttz) 

[0065] (mmrns) 

ngjM -4 -^ PP ^iHM$fV > f4.5-c1 

*y 

3-TS7-4- [3- { tert- TPtf-^T 

$y) rotors y] i 5 

g (0.4 2 8moI> (CMJX^/M7l^h*/lo<-h0. 
3 6.1 ( 2. 1 4nol ) ^JfliT „ 1 0 0TTC2*Ha$ 
fcfcSOTTClWtffLfc. EJE3te%**ffT»B 

U ^no^A-^fy-A' (150: 1 — 100 : 
lv/V)ftfM4HcJ:9. 1- [3- (tert-rM^ 

H) VX-A,T5.J) 7D^] ~4-;oo~iH->f 

[4.5-cJ *S*jZfO. 14g (0.388b 

I) *Bfe»5Mmp ; 15 5—1 5 6TT) LTf* 

[00 66] I R (KB.r )(*-»: 3 380. 168 
0. 1 520 

1 H— NMR (CDC Is) * (pp.) : 1.4 7 (9H. 
s). 2.22(2H.m). 3. 3 0 ( 2H, q. J = 6. 
4Hz) .4.68 (2H. t. J=*7.2te) . 4.7 ( 1 
H.br ) . 7.6 6 ( 1 H. t , J = 7. 6Hz) .7.72 
( lH.t.J=7.6H2) . 8.0 9 (lH.s) . 8.1 
6 ( IH.d, J = 8.4fe) . 8.2 1 (lH.d.J = 
8.4Hz) 

[0067] (*tW9) 

1- (3-TS/^Ptfit.) -A -jrpp-lH-^g 
1- [3- (teri-yh^^^-n^T^y) Totf 
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1 6 

A,] -4-^DD- 1 H-4 [4 . 5-c ] *y 

»J>-5 0«f (0. 1 3 9h>1) fcWfcX^U^mlOi 
flIU h»j7^Df»t0.1 lal ( 1.3 9«ol) tie 

1 N -**<fc* h •/ »>-Mc»« l al&tf******. 
^oo*^AT5H»aBt. *3t (NaiSO*) ttUff 
TWIRLS. «fillryx^x-T-/p (ttrt:*^!^* 
***0)rhU^P--hLT|ff{B^«rWRU 1- 

(3-r$ymt:/w -4-^DD-iHM$r/ 

10 [4,5-c]^/»jyi4«(0.0 5 36«ol) *B 

[0068] IR(KBr)cr':3400, 159 
0. 1510 

1 H — NMR (CDC 1 i + CDiOD) * (pp.) : 2. 
06 (2H.m) . 2.72 ( 2H. t , J =6. 8Bz) . 
2.98 (2H.br) . 4.64 (2H.t. J = 7.0H 
z) . 7.5 7 (IH.t. J = 7.6Hz) . 7.61 (1 
H.t. J = 7.6lfa) . 8.03 (IHs) , 8.05 
20 (lH.d.J«8.0Hz) . 8.1 1 (lH.d. J-8. 
Ofe) 

[0069] <**f*10) 

1 - (3"7$y7oeM -4 -;dd- l H — f $ 
*V [4.5-c] VJ^14ij(0.0536«>l) 

*T^-T3^triDi. 15 0X:O«UTl««f 

ao v*j>7mmo.3**mtmti3fo*rMiLT* 1- 

(3-T$y7^eA^) -lHH^r/ [4.5- 
c] ^yU>-4-T$>-8^ (0.033 

[0070] (mtmi) 

1- [3- (iert-rh^^^^T$y> TOkT 
40 ^]-4-^DD-lHH$f/[4,5-c]^ 
»l ^3 On (0.0831 no!) tZ'OiSfUTSyiwl 
1 5 0T^jD^LT3«raWftn:. MSTA 
f«^>^T5>e«*L. 1 N-ffllfcA**** 

**^*uvT2attau^ ?rmBUfc&*it*x 

0: lvA)«fcWHCJ:r). 4-^>^T$y-l 

- [3- (t^-r^iofr/Mfz^rsy) rtur 

50 A.]-lH->T$rr[4.5-c)^yi;^35« 



(10) 



1«*¥9-2085 4 



1 7 



18 



(0.081 1-oD *6fe»*<">P: 17 1-17 

[00711 IR(KBr)cr»:3330. 170 
0. 1 590. 1 540 

t H-NMR (CDC I 3) (*>■) : 1.4 6 (9H. 
s) . 2.18 (2H,m) . 3.2 5 (2H.m) . 4. 
57 (2H,t,J=7.0fe) . 4.64 (lH.b 
r) , 4.95 (2H, d. J = 5.2Hz) . 6.05 
(lH,br), 7.26-7.36 (4H.m) , 7.4 
7 (2H.d. J = 7.6Hz) . 7.5 1 ( 1 H. t.J=* 
7.6Hz) . 7.82 ( lH.s) . 7.9 2 (2H. t. J 
= 8.0Hz) 

100721 (*Jtt*12) 

^j^rgy rn^ -ih-4 $rrf4.5 

>ru/»jy ^ T ^^ ami 

4-^y^PTSy-l- [3-<tcrt-m^ 

*n,#-A,r*s) me/H -ih— tmvu. 

5_c] VJ^30« (0.0695mdD €-*Tft3« 
lfc**U *»^<5$^H**[20X] 0.1* 

(6:3: 1 v/v) iMSWrJ: 9@W**>l«**ft* 

A,) -iH->($rV [4.5-c]#yJ^-4-7 
5>-7« (0.0290— ol) «r«t»fe»5fefc l/C* 

[00731 (Wt«13> 

4- T4- (tert-rh^^^^Tg J ) 7±*k 

2,4-^7OD-3--hO#/^0.72g (2. 
97aol)A^N- (tert-^K^^^-^) ~ 
l,4-y7i/r^V0.5 6 g (2.97«al) £f 

trxf-iprsv-i 2»i4». 7 ordntflbT i . 5*13 

U (HI (M«SO«)«L *^Fffl«*«£L 

^. mtZn-'^*+r>-z;3i+H'3-'- J r>V ( 1 : lv/ 
y) TMJ^-xW-rLTTOU 4- [4 - ( tc r 

t -y h*i^/wc-/wr s y ) rf^rsy] -2- 

?no-3~— hO^y»J^0.97g (2.46mol) 
^Hft«3fe(mp : 1 2 5—1 2 6.5T:) £ LT» 

[0074] lR(KBr)cr , :3340, 328 
0. 1 680. 1540. 1520 
« H-NMR (CDC Is) * (PP«) : 14 6 (9H, 
s). 1.63(2H.m). 1 .78 < 2H.m) . 3. 
1 9 (2H.q. J = 6.4te) , 3.47 (2H.q.J = 
6. 1Hz) . 4.68 ( IH.br) . 6.4 1 ( 1 H.b 



r) . 7.52 ( IH.t. J-7.7fe) • 7.74 (1 
H.t,J-7.8fe) . 7.91 (lH.d.J-8.4H 
z) . 8.1 1 OH.d.J=8.4fe) 
[0075] (*fc«14) 

*- T * J-A- f 4 - (t^rt-^*^*^*-/^ 
4- [4- (tert-^h*^^^TSy) 

r$y] -2-^oo-3--KD^y»j>'0.5g 
(i.2 7»i) £x*y-/M 3*ifc:**U ffl<t* 

10 -f til] • 2**mil.0g (4.43Mt>l) IttH 

Pklttau. Rjt»£2N-Tv*-r*fc:*ti\ 
?aa*ji'*-c2naffiu <***) . «a» <n 
aiso«) *et***w*u:. 

Kxf^ ( 2 : 1 v/v) *asS3*:J: 0 B«**S*>. 
WlW^tt^x^x-^-Chy^Ap-htT* 3 

y) rr^rsy] -2-^oo#yyvo.i2g 
(0.3 2 9-oD *1t&*&tVX*tz. z<r>i>W> 

[0076] IR (KBr) cr l : 3270, 168 
0. 1 540. 760 

iH-NMR (CDC la) 8 (Pf») : 1.4 4 (9H. 
s) , 1.6 4 (4H f m) , 3.17 ( 2H» q,J = 6. 
0Hz) . 3.27 (2H,t, J-6.6Hz) , 3.89 
(IH.br) . 4.1 5 (2H,bs) , 4.59 (1 
H,br) . 7.4 7 (2H.m) , 7.77 (lH.d,J 
= 7.6Hz) . 7.89 (lH.d. J-7.2te) 

[0077] homis) 

30 1 - f4- (tert-'TS^^^ r— Z± 
3~T^y-4- [4- ( Urt- 7h*cis* )V*=J^T 

*y) r^ray] -2-^oov^o.i4g 

( 0 . 3 8 4 I ) C X */M7W h - h 0 . 3 
2il ( 1.9 2«ol ) fcj&D*. 1 0 0"Ct:ft«ILT 1* 

?y-/M 1 50 : 1—1 00 : Iv/v) IfttfiftC* 

40 »). l- [4- (uxt-rh^a/wtf^Tsy) r 

^] -4-^DO-lHHSfV[4,5-c] i ^ 
/ijy0.12« (0.321—1) «r»»fe»3»t <m 
P : 148-1 50T:) fcLT»^r. C^t<W>^» 

[0078] IR(KBr)cr':l 695. 1510 
iK-NMR(CDCh)^(ppi) :1.42(9H. 
s), 1.62(2H.m) , 2.06 (2H.m) . 3. 
21 (2H.q. J=6.4lte) . 4.58 (lH,b 
r) . 4.65 (2H. t.J=7.4te) . 7.66 (1 
50 H, t . J = 7. 21b) . 7.72 (lH.t,J=7.6H 
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x) . 8.02 (1 H.8> . 8.1 3 UH.d.J-8. 
4Hz) . 8.21 ( lH.d. J-8.2Hz) 
[0079] <*Jt«16) 

1- i4-T$/7+*) -4-fPP-lH->f*r 
1- [4- (Urt-7h*is*Atf=LJUT$S) 7+ 

n,) i H->r [4.5-c] *y 

•jyO.lOg (0.2 6 7.—1) ^Wt>f*P^6«It: 
»WU h!J7^DHt0.21il (2.67«d!) * 
m*JMTlWIffL*!. ra6»**ET»»U Hit 

fc:i N-*iM:^hi;^i^c»«2«i&t^Att*friDi 

??DO**A?50JAa5U tt» (NaiSO«) tUt 

*&*1St!) TMJf-ji^hLTtfii^»*;F52U 1 
- (4-T5/7**) f S^V 

[4.5-c] 4fyU^4 5.* (0.1 6 4wl) *$tf 

[00801 I R ( KB r ) ear 1 : 34 00. 29 5 
0, 1 670, 1 520. 1 360 
1 H-NMR (CDCli) * (pp.) : 1.51 (2H. 
m) . 1.96 (2H.m) . 2.66 (2H.t.J«7. 
2Bz) ,3.03 (2H.bs> .4.53 (2H.t,J 
= 7.4te) , 7.56 (lH.t. J«7.4fe) . 7.6 
0 (lH.t,J = 7.5fe) . 7.97 (IH.s) . 8. 
0 2 (lH.d.J=6.4Hz) . 8.04 <lH,d,J = 
6.4Hz) 

[00811 <33t«17) 

1- (4-T$/r^) -IH^^/fd.R- 

cl*y»;y-4-T3>**Hfe 

1- (4-7$/rW -4-^DD-lH-^*/ 
V [4.5-c] *SV>40mg( 0.14 6 mot) £ff 

ffi«ra&?rcA*u ^^y-^8«iaw«iT«*r 

>*-T4*\t:ljB£. 1 5 0T:iCitfkLTHIWfL 

lN^*^t-hiJ^A^C»«0.5«l^jBi^ ffai 
^TOL^^y-A^4|||»LT. 1- (4-TS 
-lHH^V [4.5-c] 

4-TS>l 4ag (0.0548*bo1) fr**lfrfettA 

(m P : 2 2 7-2 3 0. 5T: (#§» ) ) t LT»fc. 4 

[00821 IR (KBr)cr' : 3 34 0. 318 
0. 1 650. 1 530. 1400 
'H-NMR (DMSO-di) * (pp.) : 1.30 (2 
H.br). 1.39(2H.m). 1.89(2H. 
m) , 2.55 (2H. t, J -6.8Hz) , 4.59 (2 
H.t. J =7.0Hz) , 6.5 6 (2H.bs) . 7.2 6 
(lH.t.J=7.4Hz) . 7.44 (lH.t.J-7. 
7Hz) . 7.62 (lH.d. J = 8.0Hz) . 8.05 
OH.d.J=8.0Hz) . 8.1 9 (IH.s) 
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[0083) (XHM18) 

4-^y/PTSy-l- f4- (brt-y^^ 

1- [4- (tert-rh^^rftXfPT^y) 7> 
AO -4-^DD-lHMi//[4.5-c] *y 
V>70wz (0.187— ol) fcO^TS^al* 
1 5 0THCj«LT3i«WtffL*:. BET** 
<^^T 5 t . 1 N -OBUM/***** 

10 i«k>^U>^2BW*a5L^. fflM^JMOKIfc** 
7MJ^A*38«Tfc*U £Ji<NatSO«)<* % * 

0 : lv/v) JWSWHcjto* 4-^^rsy-i 
- [4- (tert-rh^^TK^TSy) 
-1H-- f [4.5-c 1 *SV>79mg (0.1 
77-ot) (mp ; 1 51-153. 5<C) 

» [0084] IR (RBr)cr' : 3380, 331 
0. 2930. 1680, 1595. 1540. 124 
5. 1160 

1 H-NMR (CDClt) * (pp.) : 1.42 (9H. 
s) . 1.58 (2H,«i) . 2.02 (2H.m) . 3. 
18 (2H.m) ,4.55 ( 2H. t, J = 7.4Hz) . 
4.55 (lH.br) . 4.95 (2H.d.J»5.6H 
z) . 6.03 (lH.t. J = 5.6Hz) , 7.23-7. 
36 (4H.m) . 7.47 ( 2H. d. J =7. 6Hz) , 
7.51 (lH.t. J-7.8Hz) . 7.75 (1H. 
0 s) . 7.90 (2H.d.J=8.0Rz) 
[0085] (X*M19) 

cl^yyv-4-7^^^ 

4-^>^T$y-l- [4- (terl-rh^^n^ 

tf^A-rs./) -iH->f srv [4.5- 

c] *y»J V6 7.g(0.1 5 0m>1) ***5.!«» 

JKU TMfti&^iS'yJi-Km [ 2 0%] 0. 1 5 sir 

(6 : 3 : lv/v) »m»» J: 0 BaKfcOlNfttt** . 
TA^y^LTfflfcfcrttU 1- (4-T5yr^ 
-1H— f S^V [4.5-c] *SV>-4-T 
5^1 4« (0.0 54 8-dI) tW&feO^fc LT# 

tz. 

[0086] (%ttM20) 

;l= T3- r r4- (^x^^s.) -i-tf/^ 
y yvT±+V\ r$ yi roe/pi -iH^g^r 
[4 t g-cl^/y^4-7^v^Kt 
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a) ?oofi«ft0.10g (1.1h»I>KH- (3 

-TS^TOtTiW) -lH->f^/[4.5-c]^ 
yijy-4-T5X0.24g < l-ol) fcN.N-S^* 
^;^/VAT= K3 0«ltC®IU l-(3-^f"^ 
ra/TDt;^) -3-Xf-/MrA<iK>M 5 K -ttlttt 

(edci) o.298 (1.5-01) fcatf/cmari 

^oosttA-A-**^— I' (10: lv/v) T3EB*tfS 

Lfc. tt* ( N at SO« ) 

ft «ET***«*l/t. 1- [3- [ (^oor-t 10 

rs/] rotr/H -ih-4 srvu.s- 
[00871 b) a)T**n*l- [3- [ (7° 
DTtf^) roe*] -1H-4 S^/ 

y-*51fc**U 4- (^7x^h^) ^ 

ijyv-weo.Mg (0.4 7 2—ooawiawc 

Xth'j<>M8mg (0.566— ol) 71% 

CftU ;oo*/U-^f/-/K3 0 : 1-20: 
lv/v)*ffiWK2*0. l-[3-[ [4- ($"'?* 

h#^> - 1 -twj ^vr-t^iw] r$y ] r 
oe/p] -ih-4 srv [4.5-c]^/»Jy-4 
-T5^2 0«g (0.0 3 64— ol) *8*fe#ftK*: 

[00881 IR (KBr) cr l : 3320, 165 
0,1 525,1070,700 30 
iH-NMR (CDC la) d (p— ) : 1-70 (2H, 
m) . 1.86 (2H.m) , 2.1 9 (2H,m) , 2. 
27 (2H.t. J = l 0.4Hz) ,2.74 (2H. 
m). 2.98 (2H.s). 3. 3 9 ( 2H, q, J = 6. 
5Hz) , 3.45 (IH.m) . 4.54 (2H,t.J = 
7.0Hz) . 5.49 (IH.s) , 5.60 (2H,b 
s). 7.21-7.36 (10H,m) . 7.38 (1 
H.t. J = 7.2Hz) . 7.51 (lH.t.J=7.7B 
z) . 7.82 ( 1 H.d.J=*8.2Hz) ,7.89(1 
H.s) . 7.90 ( IH.d, J = 8.0Hz) 40 
[0089] (SJtPUl) 

1 - T3- (r-7>J^T$y) T p ^ 1 -\n-4 5 

1- -1H- <S^ % /[4.5 
-c3 ^/'j^-4-T$>'0.24g (M) *N. 
N-^>^*/V-ATS K3 0bIC*»U TWA** 
7 5v\ (l.l-ol)&tM- (3-y>t/W7$/T 
ofcTW) -3-X*A^#i^SK-fflft»0.2 9 
g (1.5-oD *»;l*aT3.5*«»*L*:. RJ5 



( 1 0 : lv/v) T4gnamu*:. ***** 

«*TS»U (NatSOi) HETWMr* 

o g^i^). *«W*ffc«*>* no*** 

»J^-4-T5>'0.14« (0.474«-D *«Kft 
ft3fc(mp : 17 3-1 7 5r) fcLTWfc* 

[0090] IR (KBr)cr 1 : 3330, 320 
0. 1630. 1525 

i H — NMR (CDC Is) 6 (pp«) : 2. £5 (2H. 
m) , 3.47 (2H.q.J=6.5Hz) . 4.61 (2 
H.t,J=7.0lb) , 5.47 (2H.bs) , 5.7 
(lH.br) . 5.7 1 (IH.d. J = 10.4fe) , 
6.09 (lH.dd.J=16.8. 10.4to). 6.3 

2 (IH.d. J- 16.8te) ,7.33 (lH.t,J = 
7.6Hz) . 7.53 (lH.t.J=7.8Hz) . 7. 83 
UH,d.J=8.4Hz) . 7.92 (lH.s) , 7.9 

3 ( lH.d. J = 8.2Hz) 
[0091) (WW22) 

i- [3- (r^'J/vra/) roe/w] -ih- f $ 
^/C4.5-c] ^yyy-4-r s^o.i 2s 

(0.406wl) Wy-MOilCIWU 4- 

(y7x-^^» tr^uvv tttwo.i 3g 

( 0 . 4 2 7-ol ) *A3 8- ( 0. 

44 7—D i*tt»*u^ *m**r* 

h^74-Cf*Lfc. ;DD*U-^^y^ (4 
0 : lv/v) ^^C±90Wfc***>* 
X-f^tf'ifA^-M'^t* 1-13- 
[ [4- (y'7x^^) -l-e*CU>>>TO 

5-c] ^yyy-4-T5^7 5—(0.l 3 3— o 
1) (mp : 1 78-1 82*0 fct"C» 

[0092] IR (KBr)car* : 3330. 320 
0. 1640. 1530. 1080. 700 
iH-NMR (CDC It) * (w») : 1.6 1 (2H. 
m) . 1.84 (2H.m) . 2.13 (2H.m) . 2. 
20 (2H.m) . 2.38 ( 2H. t. J =6.0Hz> . 
2.54 (2H.t. J-6.0Hz) . 2.74 (2H> 
m) . 5.48 (IH.s) , 7.21-7.54 (1 1 
H.m) . 7.51 (lH.t.J = 7.7lb) .7.83 

(lH.d.J=8.4Hz) . 7.91 (IH.b). 7.9 
4 (1 H.d, J=8.4Hz) . 8.68 (IH.br) 
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C0093) <%ltM23) 

»/r4.5-c1*y»J^-4-T5S^>£tg 
1- (4-T$y^) -1H-- f $^V[4.5- 
c]#y»;^-4-T$>'0.26« (iHDt) *N.N 
-y^WvUT; F3 0bICSSU T?!/**7 

5*1 u. i-oi) jttn- o-y^^rsyro 

e^) -3 -X*JtoM'#5'<f $ F • fflBtfS 0 . 2 9* 

^jsoixari wwftfc. sieratc* 

frloi* ?DO*/!^TlH3fcfc?OOJfcA'A-** 
< 1 0 : 1 r/v) T4EH*ajLfc. SWi*** 
*Tifc*U (NatSO*)^ **ET****»£ 

L, ^DDih^->^y-yK10 : l— 8: lv/ 

T$y90mg (0. 29 lmmo 1 ) *8»fe»* 
<rop: 176— 178T:) fcLTfcfc. 

[0094] IR (KBr)cr 1 : 3320. 320 
0. 1 640. 1 530 

1 H-NMR (CDC Is) * (Ptm) : 1.6 5 (21!. 
m) . 2.04 (2H.m) . 3.40 (2H.q. J = 6. 
7Hz) . 4.58 <2H.t. J = 7.2Hz) . 5.50 

(2H.br). 5. 52ClH.br). 5.65(1 
H,d. J = l 0.2te),6.03 (lH.dd.J = 16. 
8. 10.4Hz) . 6.2 7 ( lH.d.J = 17.0B 
z) , 7.33 (lH.t.J = 7.6Hz) . 7.53(1 
H.t.J = 7.7Hz) . 7.83 (lH.s) . 7.83 

(lH.d.J=8.6Hz) . 7.93 (lH.d.J = 8. 
4Hz) 

[0095] (Wt«24) 

1 - f4- r f 4- (y7x^h^y) - 1 - ^ 
V X>7XM/A frl 7571 zr+M - i H - 4 5 r 

1- [4- (r^u/ursy) -ihm *y 

V[4.5-c] ^ ( /'jy-4-7$y85ig (0.27 
5ml) *H?;->l>7M\tzmmL. 4 - (y'7x^ 
*h*y) ^yy>*«K188is(0.2 88w> 
D2WX«IMc|W-Fy'>A2 5«g(0.3 0 2»I) £ 

mi.. iwwHaaunr. ******* lt&** 

f*Ur. ^oom^^y-.A'ISO: lv/v)» 

+*U-hLT*mt. 1- [4- [ [4- (y'7xZ 
^K^y) ~l-e^U>?^ra/ty>r/P] T^y] 
-1H-4 $r/[4.5-c]^/»J>-4 
-7$y48n(0.0832wl) (m 
P : 1 74-1 7 6XT) fcLTfltt:. CI <0t> 
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[0096] IR (KBr)cr 1 : 3370. 310 
0. 2950. 1640. 1530. 1090. 75 
0. 705 

» H-NMR (CDC U) (pm) : 1.4 8-1.6 
3 (4H.m) . 1.7 7 (2H.m) . 2.0 1 (4H. 
■ ) . 2.30 (2H. t.J = 6.0fe) . 2.44 (2 
H.t.J«6.0fe) .2.63 (2H.m) . 3.28 
(2H.q. J=6.5Hz) . 3.3 7 (lH.m) . 4.5 
6 <2H,t. J = 7.2Hz) . 5.42(2H.bs), 
10 5.4 7 (lH.s) , 7.21-7.35 (1 1 H. 
m). 7.51 ( 1H. t. J=7.7Hz) . 7181 (1 
H.s). 7.82 ( 1 H.d. J~8.0lb) . 7.92 
(lH.d. J-8.0Hz) . 8.58(lH t br) 
[0097] (££#25) 

1- f3- r F4- T (4-^PD7x^) y*zuu 

x h**sl - i-^'jy>7p/v>f/n 7$yi y 

P^1~lHM$f/r4.5-c1^»J>-4 

1- [3- (7^^7$7)7D^] -1H-4 $ 
2D *V[4.5-c] ^yyv-4-r*^50«g(0.1 
6 9-dI) ***S-fr5mHzmmL. 4- [ (A~9 
DD7i-^) 7i-^W] t^>jy^ 4GKtt| 
60ig(0.178BoI)A^micXthU*7A16i 
g ( 0. 1 8 6BOI ) *AU.T 1 BJta*5W5L*. TOHfc 

(40: 1 v/v) jftMHtt:* 0 BWft*:**>, jggff 
^x-f;Pthyta^MTTOL. l - [3- 

[ T4- [ (4-70D7i^) 7x«^Ky3 

1 H->f $rV[4.5-c] ^/•J>'-4-7$y4 
0«g (0.06 6 9-oD fcfife©* <mp : 170- 

i 72. 5x:) tLTfcfc. :otm«mf-^ 

[0098] I R (KBr ) c« » : 33 20. 320 
0. 2940. 1640. 1530. 1080 
l H-NMR (CDC la) (pp.) : 1.5 9 (2H. 
m) . 1.8 1 (2H.m) , 2.13 (2H.m) . 2. 
20(2H.m). 2.37 (2H.1. J = 6.0Hz) . 
40 2.54 (2H. t. J~5.8Hz) . 2.72 (2H. 
m) , 3.37 (2H,q,J=6.4te) . 3.40 (1 
H.m) , 4.59 (2H.t,J=7.0Hz) , 5.43 
(lH.s). 5.45(2H.bs). 7.23-7.3 
4 (1 OH. in) .7.51 ( 1 H . t . J = 7. 6Hz) . 
7.83 ( 1 H.d. J=8.4Bz) . 7.91 ( 1 H. 
s) . 7.94 ( lH.d. J«8.4Hz) . 8.59 (1 
H.br) 

[0099] (%H0126) 

l- T3- (4~^pp/prfy^7$y)mtr 
50 *i -ihm $j»/M.5-cl»y»jv-4-T 
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j -^-TS/rnttP) -1H-- f sr*/ [4.5 

-c] */'J>'-4-T5V0.24« Oaol) £N. 
BBO.l lil (l.M) AIM- (3-WW 

a ymt^) - 3 -x^/i^z^i^f s f - mira 

0.29 g ( 1.5»ol) fc*n;L£ffl*Cl*IIffW:. E 
ICftC****!*** Mftx^T3©tta5L^. If* 
Jf**«WcTft*U Wt (Na,SO« ) flL «ET* 

5/) me/H - 1H-4 $^ % / [4.5-c] *7 
^y-4-T5^3 0«« (0.08 6 7«»1) 

[0100] I R (KB r) or 1 : 33 30, 32 0 
0, 1 650. 1 530 

'H-NMR ( DM SO-d« ) (vtm) : 1.91-2. 

04 (4H.m) . 2.26 ( 2H. t , J =7.4fe) , 
3.12 <2H.q,J = 6.21te) . 3-64 (2H,t, 
J = 6.6Hz) . 4.59 (2H.t.J = 6.8te) . 6. 
58 (2H.br) . 7.2 6 (lH.t. J = 7.4H 

z) . 7.4 5 (lH,t,J = 7.8b) . 7.62 ( 1 
H.d, J=8.0te) . 8.03 (lH.d, J = 7.6H 
2) . 8.05(lH,br), 8.2 0 ( lH.s ) 
[0101] (3ttt«27) 

i- [3- :rotr 

/W] -1H- f [4.5-cl#yU>-4-T 
5X2 5^ (0.0722— ol) % 4- (^x-A'/ 
h*j^) e^U^V «Wi4 4«(0.14 4«oi) 
JUfMRftU 1 ?^ Oag (0.28 9«»l) tN.N-y 
>^/W;twW*TS F3»l«t»T\ 1 0 OXZiCjWRUT 8i* 
ISHHf L/c. EJ6»tc**»;L. ^oo^T20«l 
EU 98* (NajSOi) ft. ttEfraMteLfe. 

o*/W>-;*7y— (150: 1—70 : lv/v) » 
ttWfrlcJ: 0 SWft«:**K «*«2H*x-ttPT F U 
fal/-MT, 1- [3- [ [4- (y7x^h 
-l-fc^y 5^7^74 A-] T*y] Toe 

^yi S«(0.0260aol) IrSfclft* (»P : 1 

5 8— 1 6 2.5T:) fctT»^. w^fctfXOJHfiW 

[0102] 1R (KBr)a' 1 : 3200, 164 
0. 1 530. 1070. 700 
'H-NMR (CDCls) * (*») : 1.62 (2H. 
m) . 1.7 7 (4H.m) . 2. 1 0 (2H.m) . 2. 
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] 9 (2H.m) . 2.29 ( 2H. t . J ■»7.0te) . 
2.34 (2H.t. J«6.4fe) . 2.69 (2H. 
m) . 3.3 5 (2H.q,J=6.5fe) . 3.40 (1 
H,m) . 4.58 (2H.t.J=7.0fe) . 5.4 5 

(2H.bs). 5.47(lH,s). 7.19-7.3 
4 (1 IH.m) .7.51 (IH.t. J = 7.7fe) . 
7.8 2 <lH.t.J«8.4Rz) . 7.9 2 ( 1 H. 
s) . 7.93 (lH.d.J=8.2Hz) 

[0103] (**H28> 

io ] - n- ^^ oo^yfy^Tsy) roe 
l- (3-xsyrotr/p) -ih-4 $yvt4.5 

-c]^yyy^4-T5>'0.32« (1.33—oJ) 
*N.N-^**A'*A^T5F4 0»1C»»U 5- 
7DD$WI0. 1 5al ( 1 .4 6«ol)&tXl - (3- 

y***T5/:rotr/k) -s-x*-******! s f 
autfflo.38g (i.99»i) tanijfiaTiftif 

»L/w. EJB*fc**JDi.. Rftx*vt/C203&£? 
20 ODtM - * * 7 — ^ (10: lv/v) T2eHMJL 
fc. WWI*«Wcra»U ft* (NaiSOO ft. 

T$y) 7D^]-lH-f$f/[4.5-c]^ 
yij^-4-XSy0.1 6s (0.44 5moD £831 

[0104] IR(KBr)cr»:3470. 329 
0. 1650. 1525. 1395 
30 1 H — NMR (DMSO-de) 9 (pf») : 1.62 (2 
H.m) .1.70 (2H.m) , 2.00 ( 2 H. t , J = 
7.01b) . 2.12 (2H.t.J=7.4fe) . 3.12 

(2H.q. J=6.3Hz) . 3.62 (2H. t. J=*6. 
2te) .4.59 (2H. t. J = 6. 91b) . 6.6 1 

(2H.bs) , 7.2 6 (lH.t. J«7.6Hx) . 7. 
45 (lH.t,J = 7.8Hz) . 7.63 (lH,d,J = 
8.4Hr) . 7.98 (lH.br) , 8.04 (lH,d. 
J=8.2Hz) . 8.2 1 ( lH.s) 

[0105] <£*0I29) 
40 1 - T3- T T4- (i^x/toCh^y) -I -Eft* 
u y-fA/l TS s\ Totf/H - 1 H-4 $ 

Wf4.S-c1#/»Jy-4-T$^ 

1 - [3- (5-;DD;Wfy^7$/) roe 

/H -iH- f srv [4.5-c]^y»;v-4-T 

$V50« (0. 1 39md1) . 4- (^7x-;M F 
Jf^) tr^^'UKI4 2ig (0.1 3 9«»1) & 
t^«ft^y>A58«g (0.4 1 7wm\) ^N.N-i^X 
fA't^ATa F3»I«TC. 1 0 0T:C^LT7IW3 
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^DD^-^^^ (100: 1— 70 : 1 v/ 

Thy^JLU-KLTiPKL. l-[3-[[4-(>? 
7i-^ - 1 -^'Js/V^y^] r 

rotr/p] -iH->f $rv[4.5-c]*v 

'jy-4-7iy20ig(0.0338wl) 
3fc (mp : 15 2-1 54X:) L/Cffcfc. 

[0 1 06 J IR ( K B r ) ca~ 1 : 3330, 32 0 
0. 2940. 1 640. 1 530. 1 070. 700 
1 H — NMR (CDC I 3) * (ppm) : 1 .50 (2H. 
m) . 1.6 4 (2H.s).1.6 9 (2H.m) .1.84 

(2H.m) . 2.08 (2H.m) . 2. 19 (2H. 
m). 2.20 (2H t t ; J = 7.4fe> . 2.30(2 
H.t. J=7.2H2) , 2.70 (2H.m). 3.36 

(2H.q. J = 6.5Hz) . 3.41 (lH.ro). 4.5 
7 (2H.t.J = 7.0Hz) . 5.45(2H.bs). 
5.4 9 (IH.s) . 5.94 ( 1 H. t . J= 5. 8H 
z) . 7.21-7.37 (1 lH.m) . 7.52 (1H. 
t,J = 7.7Hz) . 7.83 (lH.d,J=8.4Hz) . 
7.90 (IH.s) . 7.92 ( 1 H. d. J = 8. 4Hi) 

toio7j (mmmso) 
l- T3~ <6-rp^#^y>f/PT$y) me 

1- (3-T$/7DW -1H-4 S^/ [4.5 

-c] ^yy>'-4-r$>'0.24g ( 1— oi) ^n. 

N-^f^A7$ K3 0«1£J«U 
*7D^i0.2 1g ( l.lMol) JUf 1- 
W$/7De/P) -3-X^^,-Ki/>f 5 K • « 

wo.29g (1.5-dd mvxTimmm, 
»6afcA«*^ipiiwxwT2eittasL. & 

« (NaiSOi) flL *ffT«*«r«£L*:. AS*X 

-x^^fc^crh»J^W-hLTTOU 1-E3 
- (6-7ot^y^^7$/) 7D^] -1H 

-4 srr [4, 5-c] #yuv-4-r$v5 0«j 

(0.12 Owl ) LX»fc. :^t<0 

[0108] IR (KBr) or" : 3330. 320 
0. 1 540. 1 540. 1 395 
1 H — NMR (DMSO-de) * (ppa) : 1.36 (2 
H.m) . 1.52 (2H.m> . 1.70 (2H.m). 
2.00 (2H.m). 2. 1 0 (2H.t. J = 7.0H 
z) . 3. 1 1 (2H,m) . 3.60(2H.t.J = 6. * 

VArt'f^SytU-h (SP-20) 
$nfy|ft>fy7Dt^ ( I PM) 
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*8fe) . 4*59 (2H,t.J-7.0fe) . 6.56 
(2H.be) . 7.25 ( 1 H. t . J - 7. 4te) . 7. 
4 4 (1 H.t. J = 7. 4Hz) . 7.6 2 (lH.d.J = 
7.8Hz) . 7.95 ( lH.br) . 8.0 3 (IH.d. 
J«7.4te) . 8.20 (IH.s) 
[0109] (%tt9f31) 

1- T3- T U- (x7x^K#^) zJLlBS 

^/r4.5-ci*y»j>-4-Tsv*>^ 
l- [3- ( 6 - 7ot^ty >f a^t 5 y ) roe 

;H - 1 H-> f f4 . 5 -c ] ;>-4 -T 
5^4 5wg (0. 1 0 8moI) „ 4- (y'7x-;Mh 
*^) tr^U - JMH86 5bs ( 0. 2 1 S»l ) A 
lA^';^59u(0.430»)) *N.N->?jr 
f^A7$ K3*1*K 1 O0t:t^te^LT8^fflffll 
#Lfc. RJ6«C*€-JDi^DO^^r2HtttfJL. 
tt* (NatSOOtt, *ffT***«*Lfc. a** 

A->^y-^(150: 1-70: lv/v) *aj*# 
trJ:9BW1**S*>. *WW£t*x— r*T hV+*U 
-M/CWKU 1 - [3- [ [4- (y7i^>> 

*^) -l -vivi;y*K*vs4*l rsv3 me 

AO -1H--T 5^/ [4.5-c] *VUV-4-T 
^2 8n (0.0462-al) ***fe»3fc (mp : 

1 5 1-1 5 5-C) t LTWz. ZnhWMH&m? 

[0110] IR (KBr)cr 1 : 3330. 294 
0. 1630. 1540. 1070. 700 
1 H — NMR (CDCU) a (Pfm) : 1.3 1 (2H. 
m) , 1.48 (2H.m) . 1 . 6 3 ( 2H.m) . 1. 
70 (2H.m) . 1.86 (2H.m) , 2.07 (2 
H.m). 2.1 7 (2H.t.J«7.6lb) , 2.20 
(2H.ro) . 2.27 ( 2H. t . J - 7. 6 Hz) , 2.7 
1 (2H.m). 3.37 (2H.q.J = 6.5te) . 3. 
42 (lH.m) . 4.57 ( 2 H. t . J -6. 8Hz) . 
5.45(2H.bs). 5.50(lH.s). 5.62 
(lH.t.J=6.0H2) . 7.21-7.37 (1 1 H. 
m) . 7.5 3 ( lH.t,J=7.7lfe) . 7.83 (1 
H.d. J = 8.4ttz) . 7.90 (IH.s) . 7.93 
( 1 H.d. J = 8.2Hz) 
[0111] (WHH32) 

mm : ^wm^^^^hmm^vxf<r>^mzx 



30 



40 



0.2s 
2.0g 
0.4g 
7.4s 
lO.Og 

[oi ^JsoTCic^L^ViWb^^y^u-^so^h (sp-20) 2s<c**^^o.2ir**;Ua 
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M> 0.4 WCMI*«»(80T:) LT 

^7.4*1:181*. WtLKetfh&M 

101 13) (tt«Wl) 

2%4 5** Fft»*>fttft 

8 ox:izm*Lt:4 7 XfT U id»5 g H*0B»t4 9 
8881 5icaai^^r^*L^5«H0.5g 

ttotimmmLK. ztuz. mamm (box:) lx 

fcV*fcBfe?*y^l 9.5gfriDt. WfL^^M 10 

a^iou:. 

[01141 (lt««2) 

o. l 2%^foyv«f <^*y*iM) 

[01 151 («t«33) 

fW300-600K<Dlftt. Hart ! ey*t4^E 

I 8 h 1 i ^ (NawD-Sctaicrfeberg's Arch. Phamaco 
1.. 332,219-223. 1986) OfBfcSftfcfrfcfc-HKfc 

^-fctDOiiSU **>4W2^&*TOP*t:f&£L 
t:. «*4i3 7X:CloaL^:5J»« ttrctos bicarbonat 
ejt:NaCI H8.1*. CaCli 2.5«*. K 
HiPO* 1.2«M. KC I 4.6»H, MgSOi 1.0 30 
^ NaHCOs 2 5*. glucose 11.1*. P 
H:7.65) fc^Lfcl 0.1^7 
U 9 5%Ot. 5XCOtOfl^X^l»U. «* 
*>»18a«* 1 k t U **>*KttS;&SHl:*3S:& r 9 
yxfa-t- (NEC San-el .Type 45196A) 
SJjTyr (NEC San-ei.Type 1236) *it\X4> 
9mV9 + 0-y- (RUADOKl B-50) ±£E8L*:. 
[01 16) S*iil*Ha incubation LT*K>t-*^ 
5 V ( 1 0-»M) £tt4LT«0BRJ6*»*:. ZtiZ* 
BliOjBU «*^^^£CfrofcO^»fc:«L 40 
M*fc^1**2 0araiM«U MHfcdJMMrll 

[01171 tx?$>zmmmii&m*a*tz. 4£ 

( 1 — f V7+fr- 1 H-4 S^V [4.5- 
c] #y»;y-4-Ti>) . «iy7i^tH7^ 

tcj£ft¥ (DMS ooy?7% xSU^T^ftHftfltii 0 . 

1%) L/c. 

[0118) (2) tt* 

-y hfcWSOtx* = vCUlBJr 5 0%«t»+6* 50 



«22. 24. 27. 2 92H/3 1 ^^Htfi^x > 

[01 19) 
[111] 

XI 



mm<t*m 






>10-*M 






«H«2 2 




***2 4 


4.0x1 0'M 


»M2 7 


i. 9x i o-n* 


XM29 


3.4x1 0" ? M 


JOM31 


2.2X10"M 



[0120] (38IW34) 

&msmmimm 

Mli4ii<OBa 1 b/C7^X (IS) ^B^^T 

(«) J: dual i Mmcomiwwx^za^* ^ 
[oi 21 ) a>r-£**oiw 

0. 9%aHfrf h !l ***»*2 O.lfc^fc 9 * 
^ (D«rmta>ha«oidesf>UronyBBinus: International B 
iologicals. Inc. ;Lot. No. 14679) 1 g&ttfttU 3 Oal 
4>**$^M X#v h«*U *HTr\ 4 0 0 0-4 5 
0 0n*T**^-MXLK: «*MrTC*«^ * 

-MXL*:) . *^^>fXL^W««r5 0nl<O«ttf 
IZ&L. SaT3 5 0 0rp«r55M5Ba«:fTWV ±«£ 

+ZttZl->T. m&B. *«C**fc. *** (RO 
*> T+#i*&L*:mm* (EXMmm) : Seamless C 
ellulose Tubiimg) »«A. B. C fc-WlWtfA 
U 4XTT0. 9 XWb^ hU«5rA*»»«2«LT— 

M^ft*^^V/t7^*^-y H (Protein assay Reagen 
t BCA Kit : PIERCE. Inc. ) T*£U #^^)««% 5 0 

ous/uuofywu&ttz*?^ o.9%«fl:^ 

1 5ii^yrot:i/>'ta-^ci oiif o^i. 

l*. wO»*iittW^*r-8orrc 

bb«^ «*tr-i£«»«t:40»<o i sataanLfc t> 

«) tm^K V^X^JH»O*TtCC^8*«:200/il» 

^*>7 Bis Z tc^SSfr^lf -> ^ • 
[0123)*»ilD@«r21B»C- 0.9%«k 
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3 1 

+ h si w*«ir2 oo^s/ii wt?a&(cm 

U^^jtW»*«rir»Jftrtfc:v>f ^x^^-: (^e 

(0124) 8ft JfStt&t/ WI»*<dRS 
£84 8*H3ac«*JKDtci: OT^^TOLfffi^) 

CJWfciflWrU:* IsMXL*:jfcJ»ttl OX+ttrt**?!; 

5 iljftttfftffl) fcA*UB 

mxmiAoom) i<D*ics£fc9<*w«ft* 
KMLtz. mm omits*) tzxt^^imr^ 

[oi 25jm«*(%) = ( (£fm*itojm*ft 

») ) xi oo 

[oi 26) *^a***^jn? 

mm 3 2 nurntz * otm l*. 

[0 1 27] ©WW**** 

ttJfctK- (fc$ftgflF2£ : Occlisive dressing technique* 

X2 



32 



10 



* (ODT) ) 

rMm LZW&P&tX&VJ * yTA 

XeriTHtfWBttx-r (Johnson 1 Johnson «DJCAL IN 

-MmTOX 3 fc»B*B* •) 3 BIS£Sft L*. 
[01 28)*©BB-XSB <3£efifc) -~£&£B 

(*30) 
[0129] <2)tt# 

2%>f$aftKtf, JtfttflHt£*?>2%tt** 0.) 
2%S»^**V';4WO«|^^ 

[0130] 
[«2] 



[0131] 



ft^MR6k 




taftttttW/cs 




*mrmm 
»ue 




0.33*6.33 




b*m« 








! im 


5118*129.98 






154.-0* 33.22 


m 37 




237.6* 53.76 


54.29 ! 


o. 1 2H*mwr<fi / *v>nn 




281.6* 50.64 


49.67 


* *(«3) 

S3 








»*»«/€•) 


:i:ljo:| 






12.60*3.00 


Mil 


mnmm 








***** (o»t) 




371.42* 71.02 




»NI220ftB«|(2Mftff) 




217. 40± 88.51 


41.46 


*0M24<D4fc6tt (2Ktt*) 


61.80* ILU 


8138 


«M2 70ft««(2MM) 


235.60* 97.11 


38.56 


»HI2 94><tB« (2KB*) 




382.00* 97.71 


2.53 


«MI 3 1 <Xt#« ( 2 KM) 1 




159.76*131.11 


56.99 



[0132] (£JtW35) 
(1 ) KKfrtt 



(«) JtoiiALiaaomijBiiskoflKcieiitcftu 
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[013 31 a*tt&t/»e 

- 4 3(8). P1099.19M) . *ST/W7 
~> (OVA) lii«k*««fcTyw5-^^K»l>-) 4 

/IgOVA (2 0*1) *3Ctti*rffi»Ufc. aseav* 

1 0 1 3 4 1 ©2«ttK»«R»^tt£ 

OV k 1 24«B»Ctr-? fc** 

[01 351 

(CMC) KURiU »B24«W*fc 2*OTMCfin 
%CMC<0A*«*Ufc. -tLTBTO***** <* 

mt^c-ton*****^- 

[0 136l»*l*(X> = < (OVASSWW*** 

wsos^-^ASfisswa*^ 3 ^**) /OVA 



3 4 



»A) 1X100 
[0137] (2)tt» 

*4t^fa0. JQtW2 2<0fc**ti3 2w/k*<0* 

*Wftt*>4 S*« F Jt 9 MKWMLfc. 
[0138J 
[*4l 



10 



20 



ft*S« 




us 


mm i%) 


mmm 


MS 




taAt ii 


4 


0 


16.4 


JHM22 


ttw/kf ii 


4 


91.8 


100.0 


Bw/kv PC 


5 


2 8.6 


41.4 




l«/kg po 


4 


28.8 


64.4 



[01 39) 



«3RiH«U£«±»WW#/D150O»lft 
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AB Title compels . I (X = H, halo; m = 1-9; n = 2-12), which show eosinophil 
infiltration inhibition and antihistaminic activity, are prepd. Eight 
types of intermediates for I are also claimed. An EtOH soln. contg. 0.12 
g l-[3-Ucrylamino)propyl)-lH-imidazo[4,5-c]quinoline-4-amine (prepn. 
given), 0.13 g 4- (diphenylmethoxy) piper idine.HCl , and NaHC03 was refluxed 
overnight to give 75 mg I (X = H, m = 2, n = 3), which in vitro inhibited 
histamine-induced contraction of tracheal muscle of guinea pig with IC50 
of 3.4 .times. 10-7 M, vs. 1.5 .times. 10-7 M, for diphenhydramine . HC1 . 
An ointment contg. I was formulated. 



